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DETAILED ACTION 

1 . Receipt of applicants arguments/remarks filed on 12/22/08 is acknowledged. 
Claims 1-49 have been cancelled. 

Claims 50-62 and 67-76 have been withdrawn 
Claims 63-66 are under prosecution. 

The rejections/objections not reiterated herein have been withdrawn in view of 
applicants arguments. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

3. Claims 63-66 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Caruso et al. "Dextromethorphan, an NMDA-receptor antagoinist enhances the 
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analgesic properties of morpliine" Inflammopliarmacology vol. 8, No.2, pp. 161-173, In 
view of Roswell USP 4,574,080. 

Caruso et al. teaclies a composition comprising tine NMDA receptor antagonist, 
dextrometliorplian in combination witli morpliine; tine components being present in a 1 :1 
ratio (page 162, first paragraph). Caruso et al. teaches dextromethorphan enhances 
the analgesic properties of morphine (page 162, first paragraph and page 172, see 
discussion). 

Caruso et al. differs from instant claims insofar as it does not disclose 
dextromethorphan in an immediate release carrier or morphine in an extended release 
carrier 

Roswell et al. teaches it is advantageous to combine two active substances to 
obtain a combination effect of improve patient compliance (col. 2, lines 6-8). 

Roswell et al. discloses pharmaceutical compositions comprising compositions 
containing active agents in which one is present in an extended release form and 
another is present in an immediate release form, wherein the active substance in 
immediate release form is coated on the surface or the extended release coating (see 
claim 1). Roswell et al. discloses the extended release form comprises a base material 
selected from cellulose derivatives, acrylic polymers, vinyl polymers, and other high 
molecular synthetic polymers (see claims 1, 6 and 12). Roswell teaches suitable active 
substance used in the extended release and the control release formulations may be 
found among various therapeutic groups such as analgesics (col. 8, lines 35-49). 
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Roswell et al. differs insofar as it does not disclose the specific active agents to 
be dextromethorphan and morphine. 

It would have been obvious to have formulated the composition of Caruso in an 
extended release /immediate release formulation in order to obtain a combination effect 

(which is taught by primary reference to be the enhancement of the analgesic properties 
of morphine) or to increase patient compliance, as taught by the secondary reference. 

Response to Arguments 

4. Applicant's arguments filed 12/22/08 have been fully considered but they are not 
persuasive. 

Applicant argues that Roswall et al. is cited for disclosing pharmaceutical 
compositions containing active agents in which one is present in an extended release 
form. It is respectfully submitted that one skilled in the art would not find it obvious to 
combine those references. Moreover, Applicant has provided evidence of unexpected 
results illustrating the superiority of the claimed composition. It is not at all obvious that 
better results can be obtained by releasing the dextromethorphan immediately as 
opposed to having both the opioid and the dextromethorphan as extended release 
agents. Caruso et al. teaches that dextromethorphan as NMDA receptor antagonist 
enhances the analgesic properties of morphine. But neither Caruso et al. or Roswall et 
al. disclose or suggest that loading NMDA receptors with dextromethorphan soon after 
drug administration and then metering out the opioid analgesic may pharmacologically 
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increase tine enliancing effects of tine NIVIDA receptor antagonist on the analgesic drug 
such that less dextromethorphan is required to provide the necessary ratio of 
dextromethorphan to analgesic. This reduces any adverse side affects of 
dextromethorphan. 

Applicant's arguments are not persuasive. In response to applicant's arguments 
against the references individually, one cannot show nonobviousness by attacking 
references individually where the rejections are based on combinations of references. 
See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981 ); In re Merck & Co., 800 
F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). In the instant case, Caruso et al. have been 
cited for the teachings of a composition comprising the NMDA receptor antagonist, 
dextromethorphan in combination with morphine; the components being present in a 1 :1 
ratio (page 162, first paragraph). Caruso et al. teaches dextromethorphan enhances 
the analgesic properties of morphine (page 162, first paragraph and page 172, see 
discussion). 

Secondary reference has been cited for the teachings that it is advantageous to 
combine two active substances, either to obtain a combination effect of improve patient 
compliance (col. 2, lines 6-8). Roswell et al. discloses pharmaceutical compositions 
comprising compositions containing active agents in which one is present in an 
extended release form and another is present in an immediate release form, wherein 
the active substance in immediate release form is coated on the surface or the 
extended release coating (see claim 1 ). Various amounts have also been cited in the 
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prior art. As such optimization of amounts would have been within the purview of a 
skilled artisan and come to the claimed invention. It should be noted that claims do not 
recite that adverse side affects of dextromethorphan is reduced and no amount has 
been cited in claim 63. 

Applicants argue that: referring now to Applicant's specification page 1 1 , line 9 to 
page 12, line 16, It Is explained that a 1:1 ratio of morphine to dextromethorphan 
enhances analgesic effect of morphine. Further increases in the relative amount of 
detromethorphan, for example to a 1 :2 ratio, increases the enhancement even further 
but may Increase the risks of adverse side effects of dextromethorphan. A higher ratio 
of dextromethorphan to opioid analgesic may be obtained systemically with lower 
amounts of dextromethorphan, if 100% of the dextromethorphan is immediately 
released while a portion of the opioid analgesic is released over time. The release of 
100% dextromethorphan as an Immediate release component (IR) provides greater 
amounts of dextromethorphan to morphine in an extended release component (ER) on 
an absolute -molar basis at the systemic level, compared to where both drugs are 
administered as extended release components (ER-ER) as shown in Table 1 (page 12 
of the specification). As Is apparent from Table 1 , there is a 2-fold or more Increase In 
absolute ratio of analgesic to dextromethorphan at the systemic level when equlmolar 
amounts of dextromethorphan IR are administered compared with dextromethorphan 
ER. Thus, 50% less dextromethorphan IR will achieve, in this example, a minimum 1 :1 
ratio of dextromethorphan to the analgesic at the systemic level. The lower amount of 
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dextromethorphan required to provide the needed ration will provide reduced side 
effects. 

Applicants arguments are not persuasive because primary reference has been 
cited for the ratio which is same as 1 :1 ratio that applicant is referring to. Secondary 
reference has been cited for two actives in extended and Immediate release 
Improvements and for patient compliance. As such mere rearrangement of prior arts 
elements to leading to predictable results is not an illustration of unexpected results. 
Furthermore no data has been provided by applicants by performing side by side 
comparison of prior arts release profile versus the claimed invention to show 
unexpected results. Since the prior art does not recite any antagonist, it is the position 
of the examiner that teachings of prior art's combination makes the claimed invention 
obvious. 

5. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply Is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action Is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
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the advisory action. In no event, liowever, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

6. Any inquiry concerning this communication or earlier communications from the 

examiner should be directed to Snigdha Maewall whose telephone number is (571)- 
272-6197. The examiner can normally be reached on Monday to Friday; 8:30 a.m. to 
5:00 p.m. EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass can be reached on (571) 272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-0580. 
Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (BBC) at 866-217-9197 (toll-free). If you would like assistance from a USPTO 
Customer Service Representative or access to the automated information system, call 
800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Examiner, Art Unit 1612 
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